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Certain observations on the international application 
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1. Basis of the report 

1 With regard to the elements of the international application (Replacement sheets which have been f[^rnishedto 
' the receiving Office in response to an invitation under Article 14 are referred to in this report as originally tiled 

and are not annexed to this report since they do not contain amendments (Rules 70, 16 and 70.17)): 

Description, Pages 

"1-56 as originally filed 

Claims, Numbers 

1 8 as originally filed 

2 With regard to the language, all the elements marked above were available or furnished to this Authority in the 
' language in which the international application was filed, unless othenwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation fumished for the purposes of the intemational search (under Rule 23.1 (b)). 

□ the language of publication of the International application (under Rule 48.3(b)). 

□ the language of a translation fumished for the purposes of intemational preliminary examination (under 
Rule 55.2 andybr 55.3). 

3 With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
intemational preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the intemational application in written form. 

□ filed together with the Intemational application In computer readable fonm. 

□ furnished subsequently to this Authority in written form. 

□ fumished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently fumished written sequence listing does not go beyond the disclosure 
in the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is Identical to the written sequence 
listing has been fumished. 

4. The amendments have resulted In the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have 

been considered to go beyond the disclosure as filed (Rule 70.2(c)). 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 
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ill. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
* obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire intemational application, 

la claims Nos. 17 (with regard to industrial applicability) 

because: 

ISI the said Intemational application, or the said claims Nos. 17 relate to the following subject matter which 
does not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

a the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no intemational search report has been established for the said claims Nos. 

2 A meaninoful intemational preliminary examination cannot be carried out due to the failure of the nucleotide and/ 
tSo S sSuS H^^^^ to corXply with the standard provided for in Annex C of ti,e Administrative 

Instructions: 

□ the written form has not been furnished or does not comply with the Standard. 

□ the computer readable form has not been furnished or does not comply with the Standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



Statement 
Novelty (N) 

Inventive step (IS) 

Industrial applicability (lA) 



Yes: Claims 

No: Claims 

Yes: Claims 

No: Claims 

Yes: Claims 

No: Claims 



1-18 

1-18 
1-16. 18 



2. Citations and explanations 
see separate sheet 
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Re Item III 

Non-establlshment of opinion with regard to novelty, inventive step and industrial 
applicability 

Claim 17 relates to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of this claim (Article 34(4)(a)(i) 
PCT). 



Re item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

1. Cited documents 

D1 : WO 01 60805 A (SMITH STEPHEN ALLAN; IFE ROBERT JOHN (GB); 

PINTO IVAN LEO (GB); HI) 23 August 2001 (2001-08-23) 
D2: WO 00 66567 A (FENWICK ASHLEY EDWARD; SMITH STEPHEN ALLAN 

(GB); IFE ROBERT JOHN Q 9 November 2000 (2000-1 1-09) cited in the 

application 

D3: WO 00 10980 A (SMITH STEPHEN ALLAN; LEACH COLIN ANDREW (GB); 
SMITHKLINE BEECHAM P) 2 March 2000 (2000-03-02) cited in the 
application 

D4: WO 99 24420 A (SMITH STEPHEN ALLAN; IFE ROBERT JOHN (GB); 
PINTO IVAN LEO (GB); HI) 20 May 1999 (1999-05-20) cited in the 
application 

2. Novelty 

2.1 The subject-matter of claim 1 differs from the disclosure of D1 only In that the R*- 
corresponding moiety in D1 is a heterocyclyl group, whereas the present R^^ group is 
benzimidazole or heteroaryl. In the broadest sense, -heterocyclyl" comprises 
"heteroaryl", however, the respective concrete examples in D1 (examples 27 and 67) 
refer to piperidine only (which is not aromatic), so that R* may be considered as 
differentiating feature towards D1 . Consequently, the subject-matter of claim 1 and of 



Form PCT/Separata Sheel/409 (Sheet 1) (EPO-Aprll 1997) 



'I 

^ INTERNATIONAL PRELIMINARY International application No. PCT/GB03/01550 
EXAMINATION REPORT - SEPARATE SHEET _ 

claims 2-18 may be considered novel with regard to D1 . 

2.2 D2 to D4 do not disclose novelty-destroying subject-matter either. 

3. Inventive step 

3.1 According to the description, the problem underlying the present application is to 
provide further pyrimidinone and pyridinone derivatives which are useful in the 
treatment of atherosclerosis. 

3.2 With the compounds of D1 -D4, the problem to provide pyrimidinone derivatives 
useful in the treatment of atherosclerosis has already been solved. 

3.3 D1 is considered to represent the closest prior art. The compounds disclosed in 
D1 , claim 1 . come structurally very close to the compounds of present claim 1 (the ^ 
exriresslon "5- or 6-membered heteroaryl" used in present claim 1 in connection with R 
could be considered to be generically comprised by the temn "5- to 7-membered 
heterocyclyl ring comprising N and optionally O or S". used in claim 1 of D1 in 
connection with the corresponding R^). Moreover, the D1 compounds have the same 
activity profile as the present compounds, and, furthermore, the screening for Lp-PLA^ 
inhibition resulted in absolutely comparable IC^o values, the best of which are <0.1 nM 
in D1 (page 41) as well as in the present application (page 56). Therefore the present 
compounds bear no staictural or phamnacological feature which makes them 
Signifleautly different from the D1 compounds; the compounds presently claimed must 
be considered as to represent an obvious result from the prior art, especially from D1 . 
Inventive step is thus to be denied for present claim 1 as well as for dependent claims 2 
to 13 and for pharmaceutical claims 14 to 17. Inventive step for process claim 18 could 
only be given if the process results in compounds which could be considered inventive; 
it is noted that the presently claimed process is analogous to the process claimed in 
claim 20, part (a) of D2. Therefore inventive step must also be denied for process claim 
18. 



4. Industrial applicability 
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4.1 The subject-matter of claims 1 -1 6 and 1 8 is industrially applicable. 

4.2 For the assessment of the present claim 1 7 on the question whether they are 
industrially applicable, no unified criteria exist in the PCX Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO. for 
example, does not recognize as industrially applicable the subject-matter of claims to 
the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound for 
the manufacture of a medicament for a new medical treatment. 



5. Miscellaneous 

5.1 Claim 1 3 does not comply with Rule 6(2)(a) PCT since its relies on references to 
the description (i.e. the examples). 

5.2 There are some mistakes in connection with the citations on page 2 of the 
description: 

"WO 96/12963" does not deal with inhibitors of the enzyme Lp-PLAg- 
"WO 97/217675" should read "WO 97/21676"; . 
"WO 97/217676" should read "WO 97/21676"; 
"WO 96/41098" should read "WO 97/41098". 

"PCT/EP01/1 1562" has now been published as "WO 02/3091 1". and 
"PCT/EP01/1 1610" has now been published as "WO 02/30904". 
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